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A B S T R A C T
The role of infectious agents as a cause of chronic idiopathic urticaria (CIU) is uncertain. The objective of
this study was to investigate whether genital herpes simplex infection is causally related to CIU. We
identiﬁed two patients with recurrent genital herpes simplex infections associated with CIU. Episodes of
genital herpes were especially associated with acute exacerbation of urticaria. Anti-herpes simplex 2
antibodies and Tzanck smears were done in both patients, along with other relevant investigations for
CIU. Acyclovir was added to antihistamine therapy. Both patients were apparently in good health and
appeared clinically immunologically stable, though one of them was found to be diabetic. Clinical and
laboratory investigations for genital lesions supported a diagnosis of herpes simplex. Anti-herpes
simplex 2 antibodies were markedly raised in both patients. The Tzanck smear was positive in one case
and negative in the other, despite a deﬁnitive clinical diagnosis of herpes progenitalis. CIU, which was
inadequately controlled with antihistamines alone, responded dramatically to the addition of acyclovir
therapy. Our results may not be applicable to other patients with CIU, especially when there is
inadequate evidence of an association with genital herpes. CIU may be associated with recurrent genital
herpes simplex infection. In such situations, the addition of acyclovir to therapy may be beneﬁcial.
 2009 International Society for Infectious Diseases. Published by Elsevier Ltd. All rights reserved.
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Infections as the etiology of urticaria are well known in cases of
acute rather than chronic urticaria.1–4 Herpes simplex infection is
the leading cause of genital ulcer disease worldwide and is among
themost common sexually transmitted diseases. Recurrent genital
herpes is associated with major medical and psychosocial
morbidities.5,6
2. Case reports
2.1. Patient 1
A 52-year-old married man had had chronic urticaria for 4
years. Investigations including complete blood counts, fasting and
postprandial blood glucose, urinalysis, HIV antibodies, antistrep-
tolysin O (ASO) titer, antinuclear antibodies, thyroid-stimulating
hormone levels, and stool examination were normal. He had been
treated with various antihistamines including cetirizine, levoce-* Corresponding author. Tel.: +91 253 2571820.
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fexofenadine and diphenhydramine, alone or in combination, at
various centers; a short course of systemic corticosteroids had
been given once. Symptomatic relief was not consistent despite the
use of two antihistamines together. Recurrence of the urticariawas
seen rapidly after stopping antihistamines. The patient claimed no
antihistamine-free period of relief of more than 2 weeks duration.
At a different center he was at one time given a short course of
systemic steroids. He responded to this, but experienced acute
gastric disturbance and his urticaria returned immediately after
therapy.
Individual lesions of urticaria lasted only for a few hours and
were non-tender; there was no clinical evidence of urticarial
vasculitis. He was thus diagnosed with chronic idiopathic urticaria
(CIU).
The cause of the urticaria was unclear. He did not have any
systemic symptoms. He had not received any drugs for any other
ailments, nor was he sensitive to any drugs taken in the past. His
past medical history and that of his family were of no signiﬁcance
and he was otherwise in general good health.
During physical examination of the patient for his urticaria, we
by chance noticed an erosive lesion on the glans penis, which had
formed from multiple small erosions . The left inguinal lymphses. Published by Elsevier Ltd. All rights reserved.
Figure 1. Close-up of urticarial lesions on the thigh of patient 1.
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‘heat boils’, and reported that he often had these during times of
prolonged travel, sexual contact, and ‘tension’. He admitted a
history of extramarital unprotected heterosexual exposure 7 years
previously and had had oozy eruptions 2 weeks after this exposure
on the mucosal surface of the prepuce; these gradually subsided
after 1 week. Thereafter, he had had infrequent recurrences of the
genital lesions, in and around the original location. He ignored the
eruptions because they were not troublesome and used to
disappear without any treatment. Over the last year and a half,
he had noticed an increased frequency of recurrences at and
around the glans penis, occurring approximately every 2–3 weeks.
We requested that the patient report further episodes of
exacerbation of his urticaria and the appearance of genital herpes.
We followed ﬁve such episodes and observed that the urticaria
usually became more severe and acute as the genital lesions
appeared.
Duringhis thirdepisodeofurticaria involvingtheextremitiesand
trunk (Figure 1), we once again noted the genital herpes infection at
the same site on the glans penis (Figure 2). We investigated for
erosions and foundmultinucleate giant cells (thesewere not seen in
the previous two episodes). Thus, a diagnosis of herpes simplexwas
conﬁrmed for his genital infection. The anti-herpes simplex 2
antibody IgG titerwas signiﬁcantly raised (8 IV for this third episode,
6 and>10 IV , respectively, for the next two episodes). The IgMtiters
were negative for all episodes.
With every acute exacerbation of the CIU, he had erosive lesions
in a similar location suggestive of genital herpes. By history and
examination, wemeticulously ruled out ﬁxed drug eruptions (FDE)Figure 2. Close-up of genital lesions showing erosive lesions in patient 1.as the cause, as FDE can very much simulate herpes infection in
clinical presentation.
Once he was ﬁnally conﬁrmed to have herpes, he was given
acyclovir 200 mg every 5 h for 7 days and loratadinewas continued
once daily at bed time. The crops of urticarial eruptions became
less severe in number and symptoms. On further continuation of
the acyclovir therapy (400 mg twice daily for 1 month), the
frequency of herpes was much reduced and, surprisingly, the
frequency and severity of the urticaria were also reduced. He was
then lost to follow-up, only to return again after 4 months with
urticaria and herpes genitalis. He rapidly responded to loratadine
and acyclovir. He was asked to report the recurrence of genital and
or urticarial eruptions.
2.2. Patient 2
A 42-year-old married man presented to us with chronic
urticaria of 8-month duration. He had a history of promiscuous
behavior and different sexual partners with unprotected hetero-
sexual contact. He had a history suggestive of genital herpes 5
years ago, which was treated with topical acyclovir by his family
practitioner.
He was being treated at another center with levocetirizine
10 mg at night and fexofenadine 180 mg during the day, as single
antihistamine therapy had not given him complete relief. Long
lasting resolution was not noted, and he was more or less
dependent on antihistamines for the control of itching and
eruptions. No drug or food allergies were found to be associated
with the urticaria, as in the previous patient.
He presented with unexplained acute exacerbations despite
being on two antihistamines intermittently. He was a social
drinker. On many occasions the herpes simplex lesions had
erupted on his genitals following a bout of alcohol use. However,
there was no drug associated with the urticarial eruptions.
Likewise, he did not present with urticaria due to alcohol, hence
alcohol as a factor inducing urticaria was completely ruled out.
Individual lesions of urticaria lasted only for a few hours and were
non-tender, and there was no clinical evidence of urticarial
vasculitis. He was diagnosed as having CIU.
While he had urticaria on his trunk and legs he had genital
herpes on the prepuce at the same time. He was also diagnosed
with diabetes (fasting blood glucose 121 mg/dl and postprandial
blood glucose 195 mg/dl ). Urinalysis revealed 10 pus cells/hpf .
Liver function tests were normal. Hepatitis B surface antigen
(HBsAg), HIV antibodies, ASO titer, and thyroid stimulating
hormone (TSH) were normal or negative. Anti-herpes simplex 2
antibodies were markedly raised (8 IV). Although the clinical
diagnosis of genital herpes infection was certain, a Tzanck smear
was negative, possibly due to late presentation of the patient as the
lesions got crusted.
His family practitioner had tried oﬂoxacin 200 mg twice daily
for 5 days along with hydroxyzine 10 mg twice daily. However, he
did not experience relief from the urticaria even after the addition
of fexofenadine 180 mg once daily. As the genital herpes infection
was recurrent, we decided to add acyclovir (200 mg 5 times a day
for 7 days) to his antihistamine therapy. There was good resolution
of the herpes and urticaria. There was no urticaria for 1 month. He
was lost to follow-up.
In the next episode of urticaria involving the upper and lower
extremities, he again had a presentation of genital herpes at the
root of penis, as an erosive lesion. There was signiﬁcant resolution
of the genital herpes and urticaria after therapy with acyclovir
(200 mg 5 times daily for 5 days) along with hydroxyzine 10 mg
twice daily. There was no recurrence for next 5 months and he was
then once again lost to follow-up, while he was being given oral
hypoglycemic drugs and managed by a physician.
V. Zawar et al. / International Journal of Infectious Diseases 14 (2010) e514–e517e5163. Discussion
Infections have long been associated with urticaria. Viral
infections are believed to be a relatively common cause of acute
urticaria.1,4 However, reports on the role of infectious agents in
chronic urticaria are limited.2–4 There are reports of an association
with chronic infections caused by parasites, as in strongyloidiasis ,
giardiasis, malaria and amebiasis in areas that are affected by these
infestations.6,7 Infections are thus an important cause of urticaria.
Up-regulation of cytokines in the acute phase response, leading
to a temporary state of enhanced mast cell releasability is the
probable mechanism for aggravation of urticaria during viral
infections.1,4
An association of viral hepatitis B and C has been shown for
urticarial vasculitis, but not ordinary urticaria.8 The short-lived
urticarial rashes seen at the onset of some acute viral infections,
including hepatitis B and infectious mononucleosis, do not
generally progress to chronic urticaria.1,4
Both of our cases had a typical history of chronic idiopathic
urticaria, whose cause was possibly herpes infection, as suggested
by the disappearance of urticaria with resolution of the genital
herpes following antiviral therapy. Unfortunately at centers such
as ours there is a limitation on the use of more sophisticated and
sensitive studies, such as PCR, blot analysis and viral cultures, for
the detection of a herpes virus infection.9 There might be negative
Tzanck smears in recurrent genital herpes infections, especially if
the patient does not have vesicular eruptions or if the patient
presents with a delay of a few days following the appearance of
genital erosions.10 The urticarias in our patients were exacerbated
with the appearance of lesions of herpes simplex on the genitals.
Dramatic, long-lasting resolution of urticaria with the addition of
acyclovir further suggests a role of herpes infection in the urticaria
in our patients. Thus, we believe that the cause of chronic urticaria
in our patients was recurrent genital herpes simplex infection.
Pruritic eruptions associated with recurrent genital herpes
simplex infection are generally in the form of erythemamultiforme,
which is awell-recognizedﬁnding.11However, inourpatients, there
was no clinical evidence of target lesions along with urticaria.
Urticaria with genital herpes simplex is a rare and less-recognized
ﬁnding. Resolution of recurrent urticaria after valacyclovir therapy
in a woman with recurrent genital herpes12 and in a patient with
herpes simplex type 2 presenting with urticarial manifestations13
have been reported. However, both of these were isolated case
reports. We could not ﬁnd many reports or large studies on the
etiological role of herpes simplex virus infection in urticaria in the
indexed literature available on PubMed. Atypical clinicalmanifesta-
tions of various genital and sexually transmitteddiseases are known
to occur with HIV infection. However, both of our patients were
seronegative for HIV and there ware no signs of immunodeﬁciency
clinically. In patient 2, diabetes may have been an additional factor
exacerbating theherpes andurticaria, and itmaybespeculated tobe
one of reasons for the temporary immune suppression that might
have led to recurrent herpes simplex on the genitals.
The treatment of recurrent herpes simplex infections may be
challenging at a timewhen there is growing awareness of acyclovir
resistance.14 We were fortunate that both of our cases of genital
herpes responded to acyclovir therapy.
We were surprised to ﬁnd recurrent genital herpes with
episodes of exacerbations of urticaria in both of our patients.
Further, the signiﬁcant remission of the urticaria after antiviral
therapy for genital herpes infection was extremely unusual, but
was, for us, of great clinical signiﬁcance. We thus recommend a
thorough history-taking and detailed clinical examination and
laboratory evaluation of genital eruptions in stubborn cases of
urticaria. Thismight help clinicians in certain cases, as it did for our
patients. It must be remembered that recurrent genital herpesmaynot always present with classical grouped vesicles and thus
diagnosis may be more difﬁcult. The eruptions on the genitals that
may suggest recurrent herpes appear as erosions, ulcers, or just
erythema with minimal crusting. There is often a stinging or
burning sensation before the eruption. There is usually regional
lymphadenopathy. This is important in order to strengthen the
clinical suspicion of herpes. A Tzanck smear, antibody testing, PCR
and viral cultures (wherever feasible) often help to conﬁrm the
diagnosis, but these may not be feasible at all centers, as is the case
in ours.
It is important in every case of chronic urticaria to look out for
possible etiological factors from a detailed history and also to
perform repeat clinical evaluation, as it is always rewarding to
achieve long-term remission in cases of chronic urticaria. However,
owing to the fact that exhaustive work-up is likely to be futile and
expensive, clinicians must be selective when investigating for an
infectious etiology in cases of chronic urticaria.15–17
We believe that the measure of success in the treatment of
urticaria is a signiﬁcant resolution of the urticarial lesions for a
signiﬁcant time periodwithout, orwith aminimal requirement for,
antihistamine therapy. The addition of anti-infective agents to
antihistamine therapy should be done in urticaria whenever there
is either clear evidence of infection or a strong clinical and
laboratory suspicion of the presence of an infection. Urticaria is
believed to be due to infection if there is signiﬁcant resolution of
urticarial signs and symptoms for long period of time following
anti-infective therapy. In this situation, one would anticipate
resolution of the urticaria even without the necessity for
antihistamine therapy. We believe this was achieved in both of
our cases of CIU associated with recurrent genital herpes simplex
infection.
Large, multicenter systematic studies evaluating the exact
etiological association of herpes infection and chronic urticariawill
throw more light on the unusual clinical ﬁndings of our study.
In conclusion, in patients with chronic urticaria presentingwith
recurrent genital herpes, the use of appropriate antiviral therapy
may beworthwhile. During clinical examination in CIU, it would be
prudent to look out for a causative infectious agent, like herpes
simplex, in order to achieve good remission.
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